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m^mi} (1) lm^^^±(Dmmm&m'mmt (2) nrj^^uymxit 

T t: T ;v n > {± T ;b □ > tt^ 41 e> <Z)i^ i: ^-^ L T V % s S^jK 1 

i^±m^MVX 0. 0 1 — 5 0%-^*)^, M^]^! :^^e>4®^ti*^i:^fB^®i^ 

O R2 o 
Ri O R3 R4 



1 



ffiiE4f ¥ 11-3041209 



1 1 — 043064 



[^#^8] X^-i^--**, (2) : 

-R5-Rg-R7-R8- (2) 

AS4xTV>T%<J: v^^^iS[ 1-10 (DW.m^ < li!5Mi^iP^®T;b 

^uym^mv; Rgit. mmm^. ^nm^. xiiNRg (r^T% Rgtt. 

o ] 

(3) : 

[ifc2] 




(3) 



[^cfi, Rj2li> lM®>r ^ y'a33J:lJ^/Xttl~4M®^^M^*^#A$tlT 
tK^M^. xii^m^l~4<Z)*^=foL<li:9-|i*^^^®T;i'=^;i/SS:^t- . 

] 
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11—043064 



1 2 ] m^m i *^ i o (d^m^ i mizmm(om^i^^^timm. 

[0 0 0 1] 

^(DmmzmMf^. mwmBf^mmn. \^rAyu>mxit^(Dmmi^xit^ti^ 

[0 0 0 2] 
[0 0 0 3] 



3 



mil#¥ 11-3041209 



#^ 1 1—043064 



1 

\ 



[0 0 0 4] 

r-^^yii\^^-i&.r. TiMPt^^-t. mmnvxm^'^^mit. tim 

P s t^m-t} ^^^^^tlS^#:[^^>/^'^®%,4S^J&^MV^}t'^tlT^^S„ MM 
s ©jg^, ?S'ffi-ffcfe<ttKttSi:®ffiSf^M®#^|5gl±T imp smzj:-oXmm 

^c^> hn-;i/$tiTVNS, Ife-i-ttili, 3^Mi?®v h U ^^0D5Sai±, mm 

[0 0 0 5] 

V h y V ^ ::^(Dmm^mM-t^mmt: i.xmi^xmmxs>&. mmp s $:i®w-r 

'g)^#l^i:ltl^l?^ct)tfi:#<#^$tlTv^S}^)'^, |jas?Stt®^^i:MMP s^® 

#Mf£®lS$:^)>e>t: Kn^i^A^'^&SMMPPl^^:^'^, ^:j5E, «%^g$tiT 

v^s„ mzmon^x^MMpmmi^m^mm-t^ii K^:^lr-l^A^*^Mv^7^'$4^ 

[0 0 0 6] 

Zl(Z)S(DMMP|ESm«. -r^TODMMP s lC*f 

•rSIJaWf^M?:^'^, :^316?;j5;«i|gJC5BfcSMMP s LT L ^ e> i: V^ e) 



miE#^ 1 1-3041209 



4f ¥ 1 1 — 043064 

[0 0 0 7] 

<fc e» f^iiB hvx }^mmm-t S * icii, -fe^ b T ^ ^ ^ 

[0 0 0 8] 
[0 0 0 9] 

nrj^viym (HA) tt, N-T-iz5^;i/^;i/n-9-^ >i:i^;i/^^n>^fc©^y 

[0 0 10] 

-I^IC, HAiS^J«, MMP s S:|Ja«•r-5f^Mtt>fcV^=fe;©(Z), MmSHilbT, 



mSE^¥ 1 1-3041209 



#5p 1 1—043064 

[0 0 1 1 ] 

mtHAmmt^^izm&^mzMmm^mv. mwrn^m^vr^m-^izit^^ 

Lfe^mtcj:*;, m^cDn^M. n^mm:it'^m<Dn^:^mizit^mv<i&mx 
^^mizmi^m^:kmizmm^'t±^:iiit)^-^m}ifjt^^ti}mm^ti^o 

[0 0 12] 

HAtmmiKD^^ii^tLxit. z.n^xiz. nm^5-8 5 9 4 2^^mm 
m(D>( y^-yaLuy-nrjvuymM-^^^. wo 9 2/0 6 7 1 4^^mmm 
(Dur jvu ym-mmmm^^n. i^mme 2 - e 4 s o 2^^mmm(D\:Lrjv 
□ >m-n;b5^rr>^-7^n>r F^^i^. i^xj^mmmz 7 0 1 s e ^^^mmmcDn 

[0013] 

mizm*}7Attixit\:>i^xmM'^mm-t^. m^x. nAmm/uE^m^^n 

[0 0 14] 

[^^*^«ISt L J: e) fS^M] 



ffill#^ 1 1-3041209 



1 1—043064 



ii t: T n > ^ X t: T ;^ n > ^M^i^ifs X *i ^ <^ ^ ® ^ ^ ^ ^ 

[0 0 15] 

mmm^mv ^^^mt.r=.\i.7.^o-( f^) %:HAxiiHAfi##:xtt-^ti^«) 
H Aism ® b * ^ =feMM p la^f^^ & 

[0 0 16] 
[0 0 17] 

nut), ^fc^g^®^! ®«ic<l:nii, (1) iaJ[^-fcG3B8fii5^Bf&]^^i: (2 



mUl^^ 11-3041209 



1 1 — 043064 



[0 0 18] 
[0019] 

:^nm<DU^mziB\>^x. ^^i^±mzMt^-^hv v^-xs^^urfu^y- 

■fe'lS«mo)*»i^I'^^c^±#^c0JlStt^v^*^, nt.\^<\%o. oi~5o%, #ic 
^^b<iio. 1 — 1 oro-tffe-So 

[0 0 2 0] 

['fb 3 ] 



[0 0 2 1] 




(1) 



1-8 (Dm.m% b < ttts-n^m^^ 



mun^^ 11-30 



r 

11 — 043064 

(2) : 

-R5-R6-R7-R8- (2) 

Rgtt. j^^fS[i ~4<z)a:^%l.<^i:$^Il^^^^®T;l'^;^«■es^^tlTv^T% 

^^M^:?)^^f A$ VAT % J: VAj^^tS[ 1 ~ 1 0 (Dtt^t) b < iMmm.V«Drj]/ 

^uym^mi^; Rgit. mmm'f: mnm^. xitNR^ (rrT% Rgi*, 

[0 0 2 2] 

^1:4] 




(3) 



[^cfi, R^2^^' IM®-^ ^ y^^ctrJf/Xli 1 ~4M®m^i^^-:^'^#A$tlT 

VAT=b<};VAM*iS:2-'2 3 (DUm^h<it^'itm^(Dr}]y^uym^mi^ ; Ri3 

] 

[0 0 2 3] 



miiE#¥ 11-3041209 



11 — 043064 

ti T n > ^ X t r ;^ □ > 3t i± ^ ti 5) b ;t -e 

[0 0 2 4] 

[0 0 2 5] 
[0 0 2 6] 

[^ra(^)||J6©?^®] 

(1) ■9-U5^;i/^^#>^5=-D>f KmiJiiS^ (•9-9'tru>'. r;^i^u>, v-y)]/ 



1 0 



ffill#¥ 11-3041209 



1 1 — 043064 



IJI^^ (^:/:;/'n:7ai>. y )\y)\y\^zfuy a^y. frh^ny a^y. -r^rn^'^y 

>/'n^;>'>, D^yyn:7 3i>":J-h U 'i^A, r )\^^ J ':^ny x.y. '^)\^Vzfnyx. 
y. ^y:fny 3uym^iS^^\-f^ti^) , tr^^n >^#Nx-5^D>r FJnLl^l^^ ( 

T^n-fFmi^t^^ (i^^^T^^F> :i^tr 

(2) i/e? 2 Pl^^ (-fe (celecoxib) : if- 

;K MK-966 : JTE522 : H^jCit If :i^*^#tf ^ tlS) ; 

□ D:^>. T N F a ^^^^5Sf!l (MX-«Enbrel :T^U:*>-3i^- 
h.'-fn^'^V). ^yUtf>, i/^^ay?.3i<U ^hhlxdp-fe-h, leflunom 
ide:/\:3f>^h v'U:r> ;i/-fe;K Tif^:r>^U>. FK-506 : ^^R^iSr, VX-49 
7 : Vertex. TAK-603 : Sffl^aXH, miNFaJnl^: (MX-lf inf 1 iximab : Centoco 
r, D2E7: Knoll) , miL-6^^#:Jrt:f*: (M;tlf> MRA : tfi^^^) . 1-614:^01 
'ft;^> KE-298> :;'^iE^^> mycopheno 1 ate mofet 11: Roche, thai idomide : Cel gen 
, fn:CD4m#^, I L- lS^#:T>^rJ-:^ F. ^0 0 5 2^^, p3 8MA 

(4) y.T'U^ (MW.'^D^^'Jy^ n FDn;i/5^v^>. :/L/F~v^n>. 
^^;i/:/i^ F-t/a >s hUTAi/zn^', h u r d >r-fe F- F, 



miiE#¥ 11-3041209 



1 1-043064 



[0 0 2 7] 

*l§^^cfev^r, vhu^y^^>i^^o:/n5^r--e (mmp) |?awmi:tt> ^ 

[0 0 2 8] 

, MMPs^SV^^i, r^J-^'^ilC'T^W' -x^rij MMP ^© K^>r 

>-;*3f □:;/'n-xT-if:7T^ y- (adam) ^©:/n5^r--^) 

W^SiS^lLT, S.C.CruwysP,®:^^^ (Br. J. Pharmacol, 100, 631-635(1990) {C 

iB«) \zx^m'Wmi^^mmmm\z^^xmm-^t\,^zi^~ffy<D-^m. fesv^ 

^i^ M.DiMartino^cD^-^S (Inflamm. Res. ,46, 211-215(1997) ^Cfa^) {Cj:Stl 
h**iaifil«A^^3iil$;nSTN F aO^i^lC^LT. 1 0 m g /m ljeAT<Z) 

tt»{c<t^^gfif$:MLT=fo, ±m2mm<Dmm^^(o\^-rM^iy^. lomg/mi 

[0 0 2 9] 



1 2 
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(mtfCMTl~4 = ^9^*-.*^) - T IMPS 

1 6-2 6K (1 9 9 6^) «lC§B«a*l.TV<S. 

S«I*»Wlilb-CB, AG-3 34 0 (ri^a> (Ago»ron) ) , CDP-8 4 
5 (-g**) . CGS-2 7 0 2 3A , D54 10 (*^B* 

^X>3^) , L7 5 8 S54 - CH-138 (A^fOiJ-fXVX) . 

vU^^f (llari..stat, S»lS«. S/^A^ 9) - 

(Galardin, SMS«S- yOn^-yK). Ro3 1 -9 7 9 0 (a->-) 
. atfR o 3 2 - 3 5 5 5 (n ->^) *A'*lf 6*V5. * 

^;^li-JiK^ (1) = 




(1) 

1 3 ffilE#¥ 11-3041209 



#^ 1 1—043064 



[0 0 3 1] 

n-^U\^JVm. i-zfuifjvm. n-'f^Jim. sec--^^jlS^ VzT^ 
t-zT^Aym. n-Ky^)vm. n-^^^jv^^ n- 

[0 0 3 2] 

tf;i/S, n - ■:r^JVm. sec- -zT^Aym. 4 l^zf^JV^. t -^T^ Jl^^ 
n-/>;>^;i/S. n-y\^iyj\,^^ n-y\:f^;vm. n - 7t ^ ^ Jim^ii^mif ^ 

[0 0 3 3] 

v>T % i: i>^mf5t 1 ~ 8 ©tt^fe L < iM9^mvtrjv^jvm(Dmmm i - s ©it: 

, n-:/ntr;i/«, i-zfuifjvm. n-:/^jim. se 

c-:/5^;i.a, ^y:/5^;b«, t—^^jvm. n-y^y^jvm. n-/v^S/;i.^ 

[0 0 3 4] 

^mfS[3~io. L<{i^misr5~7(Di<'^Dr;i/^;i/» i/^^ 



1 4 
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[0 0 3 51 

'Il*K*«**«tbTtt. ^^^"is- "7*^ ""T^- 

n-^^;.»- sec-y*;.^*- 

[0 0 3 8J 

*b<tto. 0 i~so%T-$.y. »c»*Ktto. 1 
ot!" 000. ooo.*..-...-«— — 

«SW*«7 0 0, 0 0 0-1 0. 0 0 0. 0 0 




1 5 
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0 $:^-t.5liT;i/n M*¥i©:$^^*l , 0 0 0, 0 0 0—1 0 

,0 0 0, 0 0 0(DiLrn/uymtf^^izt^^L\f^o 

[0 0 4 0] 

(3) 1 0 0 , 000—10, 000, 0 0 0 Sr^-T-S iJ^;i/^' 

^■Timmhx-^h\zn^^itvt=.mm{i^ mx\t. i/>bfx^^ (synvisc, ^it 

(4) 2fi:reiH«tp±iBLfct:T;i'n>^Xlinr;i'n>^M^<!f:{ci JSA_h®^ 

^A^#tf^ti-5) , mu'^v^M, mmn ( /s - ^ ^ ^ r^y^* 

m^Juy^m^mM. :^V^:f^\^^m^mM. ^^JvyrM^ti^mi-f^ti^) 

[0 0 4 1 ] 
[0 0 4 2] 



1 6 
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[0 0 4 3] 

H*;i.-fe;i.) , T^^v im.mn^. mmmm) > ^^^^ i^mmu. #5e 

[0 0 4 5] 

TV^^*l§^CD^tbV^ffi^^CfeV^-C^*, ^ ^ - - ^ ^^^^ 

:;,^-9-i:HAxiiHA si^^x n e> ©^li, m^^Bmmm^x:^ h a x 

[0 0 4 6] 



1 7 



ffifE^lt^ 11-3041209 
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[0 0 4 7] 

, m^it. T^K^-^. x;vy^ \^^^if^mifh 

H A X H A xit.^n^cDmzm-^'ts m^mB^mm itimx^&^'^- 

ic X - -9- - 5: :^ b :t ^-^^^ ^ - -t^- 5: ^ ^ V NM-^gm S: ^ ^ -5 ^ 
[0 0 4 8] 

-Rg-Rg-Ry-Rg- (2) 

m^M^^^'^ff A$ tlT V>Tt) J: V^^^iS: 1-10 (Omm^ b < lidS'H^^H^WT^V 
^Uym^mV; Rgli, XttNRg (3^T% Rgt±, 

^M^, xtt^^|gci~4(Z)*:m=bb<ii:i)'ii^0*^(Dr;i/^;i/«5:^-r) ^m-t 



mfflE^t^ 11-3041209 



4t¥ 1 1 — 043064 



[0 0 4 9] 

>r^>-i, 4-^:;^'-f;i/», '^^^f^-i. b-i^-om. ^^-y-^-i, e 
-i^'-r;^*, 7-i^4Jvm. :ti7^y-i, 2- 

1, 4-t/M;i'S. 3-;t5^;i/^>^>-i. 5-s;'f;va, 

[0 0 5 0] 
[0 0 5 1] 

j^mmzitRQit. ^mm i ~ 3 <DWim^ b < ii4)-ii^m^(^T;v^;vs-eMm 

m^^A^#^c^ff^bv^„ 

[0 0 5 2] 

R^<D0m&m^i^mt.i.xit.. ai^>-i, 2-i;>f;i/», 

nyt>-i. 3-s;-f;^a, :/^>-i, 4-e^M;^», y<y^y-i, 5->:? 

>f;i/«, /\:3p-9->-i, 6-^:;>->r;v«, /s:/^>-i, 7-s;^--f;vS. 

-1, 8-s;>f;i/S, j-ry-i, :^^^>-i, io-i^'>r;i/ 



1 9 
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1 1 — 043064 



3-^^;^^^>-i, 4-^'>r;i/^, a :y- i , 5-i/ 
>f;i/«, 3 -x^;i/^>^>- 1, 5-v>fJi&, 3 -j^'f-ji^^^y- 1 , 6 
4 1 , 6-t^>(jim. 4 i 
, 7-i;?>f;i/«, 1 -:r^-!?--:/n7\°>- 1 , s-t/^^vm. 2 > 

-1, 4-t^V;ba. 3 1 , 5-$;-f;i/S, 2-:t^-9-^^ 

6-i;-r;i/^, 3 -7j-^-9-/\dp-9->- 1 , 6-t;?>r;i/^, l, 4-^' 
>- 1, 6-i;-r;i/S, 3-yi-^'\)-^-:f^y- 1, 7-t^^j\,m. 

2, 5-i;:r=^-9-'\:/^5?>- 1, 7-s;?-r;i/S. 4 1, 8- 
S^-f;va, 2, 6-^':^:^-9-;r^^>- 1, 3, 6-i;;r^-9-y 

9-S^'^;V^, 3. 6-e;;r^-9--4 1, 9-i?>f 
3, 6-i^:t^-*)--5-:n^J]/^-ry- 1, Q-V^^V^. 1, 4, 7- 

1, 2-s;-f;i/S, :/nA>-i, 3-i^'-f;i/«, 4-i^'-r;i/«, 

[0 0 5 3] 

RgO^^K^eS^R^Mi: LT{i> m^M^, ^HM^-, -f^^S, ^^;i/>f^ 

[0 0 5 4] 

-l^iS; (2) T'^$tiS;^.^--9--cD^f ^ Lv^M#:Mi: LTli, - (CHg) 4 

-NH-, - (CHg) 5-NH-, - (CHg) g-NH-, - (CHg) y-NH 

- (CHg) g-NH-, - (CHg) g-NH-, - (CHg) jq-NH-, 
- (CHg) JJ-NH-, - (CHg) - (CHg) 2~0~ (^Hg 

) 2-NH-, - (CHg) 3-0- (CHg) 3-NH-, - (CHg) 4-O- ( 
CHg) 4-NH-. - (CHg) 3-0- (CHg) 2~0"~ (CHg) 2"°" 
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[0 0 5 5] 
, (3) : 



HO. 




(3) 



] 

[0 0 5 6] 

-1, 3-e;>f;i/». 4-2;>r;]/S> 5-$;^;i/« 

^ e-e^^f;!.*, 7-e;>r;i/«, 

8-t^>(j^m. Ji-y-i, 9-p>(}vm. io-i;>f;v», 

^^y-i, ii-y>r;i.«, F5^;!j>-i. i2-j;-^;va, 2-^^;v-^> 
3-i?^;vS. 2->i^;i/:/^>-i. 4-i;^->r;i/». 3-^^;i/:>^ 



2 1 
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(CH,) ,-o- (CH,) - (CH,, 3-0- (CH,, 3-. - (CH, 

) 4-0- (CHp - (CH,) 3-0- (CH^) 2-0- (CH,) ,-0 

5-i,^;,m. -s+^^-l. 

- (CH,) ,-0- (CH,) - CCH,) 3-0- (CH,) 3-. - 

<CH,) ,-0- (CH,) - (CH,) 3_o- (CH,) ,-0- (CH, 

)2 O (CH,) 3-«:f*,iSf^e,^^^ R^^^^^^^^^^^^^^^ ^ 

■So 

[0 0 5 7] 
[0 0 5 8] 

SK.ciorm^s*ssffi#»fr&*vs. jR»cD*a (»f*ft*« 



2 2 



ffllE#^ 11-3041209 



11-043064 



H*^) ^s.MiHAXttHA^»#xtt*ne.«)S*«*Sf«s««<tb. x 

(4)HAX«HAS«*X.«tv.«>S««)«5S***S^l'-C*t^^^«* 

(1) *e. (4) <DSffis-ostiffl»^to«fe*^*^**^*- 



2 3 



ffilEi^^ 1 1 -3 0 4 1 2 0 9 



11-043064 



[0 0 6 0] 
[0 0 6 1] 

7K^tt:*;b7Ki;>r^ K{cj:^i^^^T'{i, 0. 1 ~ 1 % (M4/^*) ©hatK 
N-:,^jV^aVh^y. V:^^^y^ ai^y-;K lfU^:;>;&^) ?:^t.;^c^ig 

K n ^ - 7 - Tif ^ > y H ^^^) ^ H A t S:^ i?)fl5i*m^^T'^S 



2 4 ffiil#^ 1 1 -3 04 1 2 0 9 




4f 1 1-043064 



[0 0 6 2] 

HAX\tHAmmwxit^tiib<D^o)yi^mm^z. ^^ttyry^Mx^ o-^io 

[0 0 6 3] 

Ax\iiiAmmi^xit^ti^<D^o>yi^^mz. r^^^m^m^^mm^Bmmm 

X. pHS:4-6lC$|#-t^ri:*)T'#S. 
[0 0 6 4] 



2 5 



ailiE#¥ 11-30 4 1209 
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[0 0 6 5] 
[0 0 6 6] 

^i>\ ^MMnvxm^^^m^it—mmzit. m^^-^x^^f^^f^aymiiLx 

0. 0 1 ing/-^Mk g/H—l 0 Omg/-^^Mk g/H, L<ttO. Im 
g/#:Mk g/H—l 0 mg/^Mk g/0T'^S„ fasB 1 Bmt^*J <D^^A(D 

mmit. -Bizmmiz^v}x^-^hx%^\,^v. ^sv>ttiHiim, ^^1*20 

- 2 8 H ici mig^ b T J; ^^„ 
[0 0 6 7] 

mmm 1 : mm p lasM-^B^ 

1 , 4 -i;?T^ J Zf (1 0 113 mmo 1 ) ^7^-:^'$ J ( 1 0 
0ml : 3 0 0ml) {C^^L, ^K?^^^T, ^yV}\/iir^i/ij}\,ifs=.)\y^u=y 
^K(19. 3 5 g, 113mmol)©l, 2 - h i/:n^ > ( 5 0 m 1 
) ?§?K$:^3 O^^T'^gTLfco 2N;^<^fb-^hy ':7A7K^m2ml Sr^in^, 
•e(Z)^S3^|^^?^^#L, 4t:tCT-Sfe^^L;to ^^^^^©^^^r^ffiT'^aS 
:?KlC?§^j?L, aig^T'^ttlCLfeo ^^nnj^;VA (100mlX2) 

> ^^$:MJBET'^5feLT, 11. 0 g cr>^64^%S:#fe. (XK^4 4%) 
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1h-NMR(270MHz, CDCI3) :S1. 4-1. 5 (4H, m), 2 
7 (2H, t) . 3. 2 (2H, t) , 5. 1 (2H, s) , 7. 3-7. 4 

(5H, m) 
MS: 2 2 2 (M"^) 
[0 0 6 8] 

2. 22g, 4. Sminol), 1 - H Fn ^ h U T V^-;^ ( 0 . 90 

5. 8 Smino 1) (Z)N. N - ^^'^ 5^;i/^;i/AT ^ K (DM F) ( 2 0 

j^;^) l-n:^;v-3- ( 3 - s^'^i ^;vT ^ :^>>i/jKe;>^-f ^ 

^J^(EDC) (1. 1 2 g, 5. 8 5 mmo 1) Sr^iUlL/, l^^^#bfe= 

y (Ig, 4. Smmol) ^M^. ^® * *xK?^TT-^#^^ ^iSlCT-? 

^l35^(5D^^$:^ffi-e^*bfc^, ^UU^.)VM. (10 0ml) K 
^|§b, 0. 5NiS^;!K^?R (40mlX2) . ^fO^^*^-^ b U 'i'^*^ 

(somi) , is^nmmi^^Ti^ (5 0ml) -egfc^tbf^o ^mM^^.*iSE^-^ 

S^mtz^o (JlX^7 4%) 

1h-NMR(270MHz, CDCI3) :62. 2-3. 4 (10 H, m), 
4. 2 (IH, t). 4. 3-4. 5 (3H, m), 5. 1 (2H, s), 7. 
0-8. 0 (18 H, m) 
[0 0 6 9] 

(c) L- h u:;^h >^7>-N- (4 -N-^>-:^';v:^^->:^ ^t/7K^;i/y ^ ^ 

±fa (b) xn^nt^^^^ (2. 1 g) S:DMF (5 Oml) IC^A^b, 

(3mi) ^w^MLx^^x 3 o^mwi^t^. i^m^<Dmm^m&xm 
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^a-^h^^z^^f -izxmmi^. ^m<Dmv<mi. og^mt^o (iK^74%) 

^H-NMR (2 7 OMHz, CDCl3) :61. 4 (4H, m), 3. 0-3 
. 4 (6H, m) , 3. 7 ( 1 H, m) , 5. 1 (2H, s) , 7. 0-7. 7 

(9 H, m) 
M S : 4 0 8 (M"^) 

[0 0 7 0] 

(d) (4- CN-Kypjv:t^i/r^ J) -2->f y:/5^;i/-9-^->-;i/) - 

K: (it^mi a) 

L- hi; h:7T>-N- (4 -N-KyV)V:t^iyij;v^—jvr^j-:f^jv 

)T^K(l. 18 2. 9 mmo 1 ) S:DMF 3 0 m 1 tC^gpS-fr, zK?&fi 
^T, <i5t^CD:&^ (#^¥6 - 1 4 5 1 4 8) {CS^V%T-a-^ L 4 - (N-^ 
>i^';i/;#-^t/T^ y) - 2 ->f y >^^;i/-li<^ (7 3 2 mg. 2. Smmol 
) EDC (5 5 2mg, 2. 9mmol) $:]l!grj^i0^. ^K^fr^a^Srzfc?^'-;^*: 

t:im^^^myVitj^)v^u^h^^-7^ -mm (wakoc-2oo, 

^^nD3}N;i/A, SUf^Dn/J>;i/A : r-fe h>= i : i) Sr^ffVA, #e>tiy^:7^ 

^J^^>3>&^i:«)T^JEEa^, ^j^L. ^M<b-^#? 1 a 1 . 2 0g (6 8%) 

MS : 6 7 0 (M+H"*") 
[0 0 7 1] 

(e) (4- (N-fc: Kadp^y^ y ) -2 (R) -^y:;^5^;i/-9-^->n;v) 
-L- M;:;^h7T>-N- (4 -N-y^ y y^;i/) y^F: (fb-^#?2) 

(4- (N-h: KP^->y^ 7) -2 (S) -^y:;^^;i/-9-jy->-;i/) -L-h 
uyh:7T>-N- (4 -N-y^ y :/^;i/) y^K: (-fb-^#?3) 

(4- (N-^>s:;;i/;r=^i/y^ y) - 2 --f y i/-;i/) -L-h 
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iit^mia) (1. 20g, 1. 8mmo 1) $:^^7-;i/5 OmllC^jS^ 
7Km#H^^ffT> 1 0%P d/C 1 4 OmgiCT 1 e^r^g^MMjcbifeo 

=ylx: YMC-PackODS250 mmX 2 0 mm I . D. , ^ffi^^ : 0. 
1 % hi) :7;I/:^-dB^^ (TFA) $:-^tf7K-T-fe h — bU;i/^. : 10 ml 



-^4^2 (STKffiMC^tf-^^) ®TFAig2 8 3mg i:, 3 
©hf-^') (Z)T F Af^4 9 3 mg -^-tl-ftl^fco 

[0 0 7 2] 
^l:-^i^2 : 

^H-NMR (2 7 0MHz, CD3OD) : 0. 70 (3H, d, J = 6Hz) 
0. 77 (3H, d, J = 6Hz), 1. 02-1. 53 (7H, m), 2. 
12 (IH, dd, J = 14, 5Hz) , 2. 29 ( 1 H, dd, J = 14, 9 
Hz), 2. 59-2. 68 (IH, m), 2. 80-2. 85 (2H, m), 
3. 10-3. 36 (4H, m), 4. 49-4. 58 (IH, m), 6. 96 
-7. 09 (3H, m) , 7. 30 (IH, d, J = 8Hz), 7. 57 (IH 
, d, J = 8Hz), 7. 95-8. 04 (2H, m) 
MS : 4 4 6 (M+H"^) 
[0 0 7 3] 

\Y.^mz : 

^H-NMR (2 7 OMHz, CD3OD) :0. 51 (3H, d, J = 6Hz) 
0. 56 (3H, d, J = 6Hz), 0. 63-0. 92 (2H, m), 1. 

11-1. 21 (IH, m), 1. 56-1. 58 (4 H, m), 2. 02 (1 

H, dd, J = 15, 2Hz) , 2. 31 ( 1 H, dd, J = 15, llHz) 
2. 48-2. 60 (IH, m), 2. 86-3. 45 (6H, m), 4. 6 

4-4. 72 (IH, m) , 6. 91-7. 04 (3H, m) , 7. 27 (IH 
d, J = 8Hz), 7. 54 (IH, d, J = 8Hz), 7. 97-8. 08 
(2H, m) 
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MS : 4 4 6 (M + H"^) 
[0 0 7 4] 

(f) N-KyP;vyi-^tyij;\^:^:=^;v- 1, 8-PT$, Jyj-^ ^> 

^H-NMR (270MHz, CDCI3) :81. 3 (8H, s), 1. 4-1 
. 5 (4H, m) , 2. 7 ( 2 H, t, J = 7Hz) , 3. 2 ( 2 H, m) , 5 
. 1 (2H, s) , 7. 3-7. 4 (5H, m) 
MS: 2 7 8 (M"^) 
[0 0 7 5] 

(g) N - 9 - 7;i/>ri/->>I/;t^;i/:j-=^'>^;i/^-;i/-L - hU^h^y^- 

N- (8 -N-/0^';i/:^^^;?j;i//l^— ;i/y^ y :t 7^ F 

7. 8 g, 15. 8mmol), 1 - h: KD ^ h U T^/-;i/ ( 3 , 15 

g, 2 0. 5mino 1) (DBMFmWL (100ml) IC, EDC (3. 90g, 
2 0. 5mmol) ^W^lMh. l^^M^Lfeo K^mz.. _hSS# ^ tl it N - 
>S^Vl/:4-=^r^;fj;V3K— 1 , 8 -i;?T^ y^r^'^^ (4. 4g. 15. 8nim 

oi) -kMx. ^(Di^t^^}^yxmw^. ^mzx-^mw^mntc. -xm^o^ 
mm^w.i^xm^ht:^^. i^nn7f>;i/A (2 0 0ml) \zm.mh. 0. 5Nig^ 
>!K^?£ ( 5 0 m 1 X 3 ) , mmmkn^m^ h u ^h^a^mm ( 1 0 0 m 1 ) , ^ j; 

rJ^^^:fti^7K (5 0ml) T'gfe#Lfeo $:M7KeS^:^ hD A_hT^)^^ 

[0 0 7 6] 

(h) L- hU:/h-7y>-N- (8 -N-/0>:/';iy:^:^->?tj;VyK-;i/7^ >^ 

:^^^;i/) 7^ K 

±Sa (g) T'#e)tlfeli-^#:S:DMF (15 0ml) lC?§7b^b, \£^^)Vy ( 
10ml) $:^inUT^?aT'3 0:J5>it#Lfe. ;*:S|J:$^®^^$:^HT'©* Lfe^ 
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;i/7jf-;i/- 1, 8 -i/T^ y:r^^>A^^<^fl5t^7 4 %) 

^H-NMR (2 7 OMHz, CDClg) :61. 2-1. 6 (12 H, m), 
2. 9-3. 4 (6H, m) , 3. 7 ( 1 m) , 5. 1 (2H, s) , 7. 
0-7. 7 (9 H, m) 
MS : 4 6 5 (M"^) 
[0 0 7 7] 

(i) (4- (N-^>^\n/^^^y ^ y ) - 2 ->f yy^;i/-9-^->:^;i/) - 
) F: (-fb-^#>4) 

pr^^>:j!j;v3j^-;^y^>'-:^^>'^) y^ K^f^^bUJcL- hu >^h:7T>-N- ( 
8 _N-/^>i/';v5r^s/?!j;i/>K— ;i/y ^ 7 5r^^;i/) y^ K (2. o 7 g, 4. 

5mmol) ^mnilVX. =^®ffc-^ifef 2 . 5 g (lR^8 5%) „ -EL, 

MfS^^ttDMF 3 Oml jK^^^l* 2 H Kil bfco ^ fe> ^ffia^ibfc 

[0 0 7 8] 

(j) (4- (N-ti KP^i:/y^ y ) -2 (R) -^yy^ ;i/-»iy^:=-;i^) 
-L-hu>^h^T>-N- (8-N-y^ y^K: 

(4_ (N-ti KP^s/y^ -2 (s) ->f y:/^;v-9-^->— ;v) -l-n 
U:::^b >^T>-N- (8 -N-y^ 7 y^ K : (-fb-^%6) 

'fb-^i^2^3J:Wb-^^3(Z)'^^MilllI^lC, (4- (N-/<>^:>';i/:^^i/y^ 

>:^';i/:^-^s/;jj;v>}^->'^T^>' >^^;i/) y^F a) <Di^t>')iz (4- (n-/<> 
iy;]^^^i/r^ -2--f y >^^;i/-9-^^>->n/) -l- h u >'T>-N- 
(8 -N-/<>i^';p:r^>>?!j;i/iK— ;i/y ^ y^^^^i/) y^ F 2. 

5g (3. 4mmol) ^MntlLX. 5 ^.fctJf^M^b^^f 6 ©i^y 
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:^9-U:^m^i^ i'it^mi) 1. 7g$:#fc (JR^10 0%) „ rCDi;>'TX-r U 
>fm^m<Do%. 3 6 OmgSrjg&^BHPLCfCT, ^'T>^^ ^r-etl-Ttl 

[0 0 7 9] 

^H-NMR (2 7 0MHz, DMSO-dg) : 0. 74 (3H, d. J = 6H 
z) , 0. 79 (3H, d, J = 6Hz), 0. 9 7- 1. 5 9 ( 1 5 H, m) 
, 1. 91 (IH, dd, J = 14, 8Hz), 2. 03 (IH. dd, J = l 

4, 7Hz) , 2. 6 2-2. 8 3 (3H, m) , 2. 89-3. 12 (4 H, 
m), 4. 40-4. 48 (IH, m), 6. 95 (IH, dd, J = 7, 7H 
z) , 7. 04 (IH, dd, J = 7, 7Hz), 7. 11 ( 1 H, d, J = 2 
Hz), 7. 30 (IH, d, J = 8Hz), 7. 54 ( 1 H, d, J = 8Hz 
), 7. 58-7. 81 (4H, m) , 8. 01 ( 1 H, d, J = 8Hz), 8 
. 73 (IH, s) , 10. 38 (IH, s), 10. 78 ( 1 H, s) 

MS : 5 0 2 (M+H"^) 
[0 0 8 0] 

ffc-^^/e : 

^H-NMR (2 7 0MHz, DMSO-dg) : 0. 55 (3H, d, J = 5H 
z) , 0. 66 (3H, d, J = 5Hz) , 0. 7 5 - 1. 5 9 ( 1 5 H, m) 
, 1. 94 (IH, dd, J = 15, 5Hz) , 2. 14 ( 1 H, dd, J = l 

5, 9Hz), 2. 5 7-3. 3 8 ( 7 H, m), 4. 3 2-4. 4 4 ( 1 H, 
m) , 6. 95 (IH, dd, J = 7, 7Hz), 7. 04 ( 1 H, dd, J = 
7, 7Hz) , 7. 10 (IH, brs), 7. 30 ( 1 H, d, J = 8Hz) 

, 7. 53 (IH, d, J = 8Hz), 7. 65 (3H, brs), 7. 90 ( 
1 H, t, J = 6Hz), 8. 19 (IH, d, J = 8Hz), 8. 73 (IH 
, brs), 10. 45 (IH, s), 10. 78 (IH, s) 
MS : 5 0 2 (M+H"^) 
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[0 0 8 1] 

(k) N--0-:^';i/>r^->:;!j;i/>K-;i/-4. 7, 1 0 - h U:^^-9-- 1 , 13 

<D^m.}inm^^ i. 4.-vr^j-f9y(D^t>'')\z^ 4, 7, io-hu:t^ 

■9--I. 1 3-hU5=7!j>e;^^r^>5:mi§Mil^i:bT^M^b^^S:^*=f/t^5. 0 
gi:LT=m^ (it5?^3 9%) o 

^H-NMR (2 7 OMHz, CD CI 3) : 6 1. 6-1. 7 (4 H, m) , 2 
8 (2H, t, J = 6. 7Hz) , 3. 3 ( 2 H. m), 3. 5-3. 6 (1 
2H. m), 5. 1 (2H, s), 5. 6(1 H. brs), 7. 3-7. 4 ( 
5H, m) 

M S : 3 5 4 (M"^) 
[0 0 8 2] 

N- ( 1 3 -N-^>y;i/:t^e/;tj;i/#— ;i^y^ >^ -4. 7, 10-hU:^=¥-9- 

- h y^ F 

_hfH (b) ic^l:r-6N - 9 1/— L - h U 

»JIC, N-^>i^';i/:r^^>5!j;i/3K— >H/-4, 7, 1 0 - h U:*-^-^-- 1, 13- 
JR^3 9 %) o 

^H-NMR (2 7 OMH z, CDCI3) :81. 42-1. 59 (2H, m) 
1. 64-1. 75 (2 H, m), 3. 0 9- 3. 32 (10 H, m). 3. 

4 2-3. 6 0 (8H, m) , 4. 20 ( 1 H, t, J = 6. 8Hz). 4. 3 

1-4. 50 (3H, m) . 5. 06 (2H, s), 5. 24 ( 1 H, brs) 
5. 7 0 (IH, brs), 6. 08 (IH, brs), 6. 99 (IH, s 

), 7. 07-7. 19 (2H, m), 7. 27-7. 42 (10 H, m), 7 
5 4 - 7. 5 8 (2 H, m), 7. 66 ( 1 H, d, J = 7. 3Hz), 7. 
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76 (2H, d, J = 7. 6Hz), 8. 89 ( 1 H, brs) 
MS : 7 8 5. 6 (M+N a"*") 
[0 0 8 3] 

>^-4. 7. 1 0- K K iJ5^^-;i/) 7^ K 

±13 (c) K^if^L-hV:fhyT>-N- (4-N-^yVJl:t^iyitj;v 

y^j-:r^;v) Kof^fcytc, ^-9 -^;l:tu=lJv^^J],,t^sy^Jvn'.- 
#?S:?*i|^#f4. 2 g^LT^fc (JR^7 8%) „ 

^H-NMR (2 7 0MHz, C D C 1 3) : 6 1. 64 - 1. 7 7 (4 H. m) 
, 2. 95-3. 04 (IH, m), 3. 23-3. 36 (7H, m), 3. 4 
5-3. 6 9 (1 IH, m) , 5. 0 8 (2H, s) , 5. 3 4 ( 1 H, brs 
) , 7. 0 5-7. 2 1 (3H, m) , 7. 2 6- 7. 3 8 ( 6 H, m) , 7. 
54-7. 5 8 (2H, m) , 7. 6 6 (1 H, d, J = 7. 6Hz) , 8. 5 
1 (1 b r s ) 
MS: 541 (M"^) 
[0 0 8 4] 

(4- (N-/<>>>';i.;^^.>ys y) _ (gR) - ^ V :/^;i.-^->» .yn 

-L-NUyh7T>-N- (1 3-N- />;>t;>Vi,:^:i^.>^;i,^-;i,y^ ^ 
-4, 7, 1 0- Ny;r ^-9-- NU-7^:;b-;ix) 7$ FT (^[;-^y^8) 

1 3-N— C>i;;i.:r^i/;?7;b;K-;i,r^y-4, 7, 1 0 - h U ^T^^l^- h U 
7=:ij=.jV) K (1. 3 0 g, 2. 4mmo 1) ^^CD^fi^ 6 - 

1 4 5 1 4 8) {ca^VNT^^Lfc4- (N-/<>^:;;i.5r#S/r ^ ^ ) - (2R 
) --ry:;^5^;i/3tt<^ (0. 5 6 g, 2. Ommol) $:MMi:LT, I^S-ffc 
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^8^1. i5g (Jtx^7 2%) <^^.fe(DT^;i/77;^i:b"r#^o -fat, ^ 

[0 0 8 5] 

Ir-NMR (270MHz, DMSO-dg) z 8 0. 74 (3 H, d, J = 5 

9Hz), 0. 80 (3H, J = 6. 5Hz), 0. 93-1. 05 (1 
H, m) , 1. 4 1-1. 2 9 (2H, m) , 1. 5 1-1. 5 8 (2H, m) 
1. 6 0 - 1. 6 7 (2H, m) , 1. 94 ( 1 H, dd, J = 14. 0, 7 
3Hz), 2. 08 (IH, dd, J=14. 3, 7. 3Hz), 2. 65- 
2. 7 8 (IH, m) , 2. 9 2-3. 14 (6H, m) , 3. 2 6 (2H, t 
J = 6. 5Hz), 3. 38-3. 48 (12 H, m), 4. 47 (IH, d 
t, J = 7. 8. 6. 7 Hz) , 4. 7 6 ( 2 H, s) , 5. 0 0 ( 2 H, s) 
, 6. 94 (IH, dd, J = 7. 6, 7. 2Hz), 7. 04 ( 1 H, dd, 
j = 8. 1, 7. 2Hz), 7. 12 (IH, s), 7. 22 ( 1 H, t, J = 
5. 7Hz), 7. 29-7. 34 (11 H, m), 7. 55 (IH, d, J = 
7. 6Hz), 7. 79 (IH, t, J = 5. 4Hz), 8. 05 ( 1 H, d, 
J = 7. 8Hz), 10. 78 (IH, s), 11. 01 ( 1 H, s) 
[0 0 8 6] 

(o>) (4- rN-b:KP^->TS ^) - (2R) -^vy^ ;vij-^->n;i.) 
-L-hU^h-7^>-N- (1 3-N-y^y- 4. 7, 

^^Js^iiJ-)h^ K (>fb-^^9) 

(4_ i^-^yP;\.yi-^iyr^J) - (2R) y - 
L_|.,j^|.7r>-N- (13 -N-'Oe^V^;r^i/:^>'V3i<->'V7^ >^ - 4, 

7, 1 0- hU7=;!j-;i/) r^K (>fb#^8) (1. 9 0g, 2. 
4mmol) ^^^J-JVZOOmllzmm^^^ ^^tK^^ b V A 2 0 0 m 
g^^;i, ;ic^#B^^ffiT, l 0 % P d /C 2 0 0 m g ICT 3 ^r^^MSTcb 
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7TX^LTi. 5 0 g mm9 9%) m^nt^o 

[0 0 8 7] 

^H-NMR (2 7 0MHz, CD3OD) : 6 0. 8 4 (3 H, d, J = 5. 9 
Hz), 0. 89 (3H, d, J = 6. 2Hz), 1. 17 (IH, ddd, J 
= 11. 9, 7. 6, 5. IHz), 1. 3 8- 1. 5 4 (2H, m) , 1. 5 
6-1. 65 (2H, m), 1. 71-1. 81 (2H, m), 2, 15 (IH 
, dd, J=14. 9, 7. 4Hz), 2. 28 ( 1 H, dd, J = 14. 3, 
7. 4Hz), 2. 78 (IH, t, J = 6. 8Hz), 2. 80 ( 1 H, br 
s), 3. 09-3. 32 (6 H, m), 3. 44-3. 49 (2H, m), 3 
. 5 2-3. 6 5 (8H, m) , 4. 62 ( 1 H, t, J = 7. 3Hz), 7. 
04 (IH, dd, J = 7. 6, 7. OHz), 7. 12 ( 1 H, dd, J = 8 
. 0, 7. OHz) , 7. 15 (IH, s) , 7. 37 ( 1 H, d, J = 8. 0 
Hz), 7. 65 (IH, d, J = 7. 6Hz) 
MS : 5 7 8 (M+H"^) 
[0 0 8 8] 

mmmz ^-^^(p-^^m i 

MMPISW^ (^l:-^i^2) 7 0mglC, N - ^ tf n U K> 0 . 4 9mli: 
l^VVyO. 0 1 m 1 $:iD;tT^*>L, IM^mo. O 4 5 m 1 ^itKI? P H 4 

. 7icMMb, 1ml iiLtco :r.ti^\^rJVuym-f-hV^M.5msi^M 

^, i^~ilLr=.„ SMpH4. 7 $:5SfgL, *?^T, EDC 1 0mg$:inA3 0 
[0 0 8 9] 

Mis?Ric, 0. lumm 1 ml t:r.^ J -jvemi ^Mi^mm^-^. ijummt 

, r;i/n-;btfcM^ (ifc®$:0. 2 Mc^I^tK l m 1 o:^ >^ 3 m 1 

TefcM^-ti:, tfcM$::gvi>:$)^i|-rs) 3 m^y^-rzi^tc J; 4. 3 m 

g®^^^ ( r^-^^fcij ) ^mt^o 
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[0 0 9 0] 

l^Vi^yO. 0 1 m 1 Srin^T^A^b, IMig^O. 0 4 5 m 1 ii:?KT' P H % 4 
Hzm^h. 1ml tb/^o rtl?:tT;i/n>^-:M- U '^AiSSmglC 

^bfeo f|^pH4. 7$:5S^b. *?^T, EDC 1 0mg$:in;^3 

0 b , ^ e> ic g^ST' 2 0 ^ r^^# b }t o 

[0 0 9 1] 

^^&?RtC, 0. IMMWl ml i::n^7-;i/6ml ?:in;itfcM^-ft> tfcMfe« 
r ;i/ 3 - ;i/tfc^^ (0. 2M:^m;!Kl m 1 ic^A^b, y -;V3 m 1 T-tfc^ 
^-Br, ifcM$:3a^i>^^it-r<5>) S: 3 m^U^g-^:! illC J: UW^b, 3. 5 m g 

i«*%T*feofe= 1. 0%®7t7;i/5K:^^>;i/»3^)^;SJSbfe:ii:icffi^ 

[0 0 9 2] 

mmm 4. ^^{^(p^mms 

MMPISWM (ib#i^7) 7 7mglC, N - ^ tTn U K> 0 . 6 0 3ml 
i:t°US^'>0. 0 1 2ml $:^in^T^*^b, IMJ^^O. 1 0 5 m 1 ilTKT' P H 
$:4. 7JCM^b. ^*^1. 2 3mli:b:to CltlS: T ;VD h U 't? A 

2mgtC*D;l, :^-i:bfc„ :g^pH4. 7 $:?t^b, ^?&T, EDC2 
4mg$:inX-4'CT'3 BmmWVtc. 

[0 0 9 3] 

jg:fS:?KlC, IMNaOHO. 1 2 3 m 1 ^ 7 0 . 5 m 1 S:Sn^^?^T 
3 0^^J^#b7t^. $P>{CX^y-;V3ml;&n^tfcM^ii:> ^^I^^tt. r;v3- 
JWummiO. 2M:^ig7Kl ml iC^A^b, X^ y 3 m 1 T'tfcM^ii. tfclS 
S:Mv^:^^i|■r■5) ^3|Hli^U7g-r:ii:lCj:'J5|fMb. 6. OmgCD^-^^J ( 

■^^!is3j ) ^mr^. 
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[0 0 9 4] 

MMPIEWM (^t^mi) 18 9mg{C, N - ^ ^;i/krD U K> 1 . 4 7ml 
^IfUS/'^O. 0 3ml^tU^Xmi)^L. IMJ^^O. 2 4 m 1 ^tKT' P H 5: 4 
. 71CPML. ^aS:3mli:Lfe„ 3 tl S: H T;^D h U i^/ A 1 5 m g fc 

iUA, it-^Lfeo :gSpH4. l^mUL. ^?^T, EDC8 7mgS:in;t4 
TCT'2 4^Kit#L;fe:, 
[0 0 9 5] 

S.J^mz. 0. IMMWl. 5ml i:j:^y-;n. 5 m 1 S:}&llA^?^T 3 0 
^mWLt^^. ^^{c:i:^y-;i.9ml;&n;t«fcM$-&, tfc^%«, T;i/n-;i,tfc 
(tfcM$:0. 2M:fe|g7K3 ml {C^*>L, a:^ y g m 1 TgfcM$-&, «fc 
M$:^.t>^^^-rS) ^3iai^yig-r-i:{cj:y5»igL> 13. 9mg®Sg-^^( 
rj^^#;4j ) 

K-;i/^{CS3fe-r§2 7 9 nm-e®UVtRJtX*^e>^ai$ti;t^'^*t±, 4 

. 9M4%-efeo7^o rtiii, 3. 9%®:^;i/>}<:^i/;i/a*'fHlSLfcri:tc*0^ 

[0 0 9 6] 

ii;6feM 6 : m^i^(D^m.m 5 

7mg® ri^-^^5j ^mtc, 

^^©^fifeM3®^2i^^14J:<, 1. 7M4o^T'feo7^c„ 1. 4%(D 

[0 0 9 7] 

MMPEW^ (fb^#r9) 14 5mglC, N - ^ D U K> 0 . 8 9ml 



3 8 



ffiH^^ 11-3041209 
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t\^Vi^yO. 0 2ml ^-m^rmii^h^ SMi^^O. 0 9ml i:7KT'pH$:4 
Hzmmi^> 82mli:bfc<. T;i^n h U A 9 . 

ImglciD^, i^-ilbfco ^^PH4. 7l:?t^b, ^'^T. EDC3 5mg 

$:in^ 4 -e 2 4 NFr^m# b fco 

[0 0 9 8] 

^f^mi^^ 0. IMMWO. 3 7 5ml i:x^7-;i/0. 3 7 5 m 1 S:iin;t^ 

tfcM$:M>i>:$MI-r-5) $:3ISi^»;^g-t:ii:lCj;yWSgb, 8. 2mg(Z)^ 
>f > K-^l^^i- 2 7 9 nmT?(DUVI®iR3f)^e>^ffiStl.;t^-^*tt> 1 

[0 0 9 9] 

mmm s : ^-^^<z)-a^M 7 

N-ll Kn^e/-5-7;P3K;i/:^>-2, 3 -y;?7;i/3i<=^^'^ K 8. 9mg$: 
ii<.izmiS^h> 0 1 ml i: IMi^mO. 0 7 m 1 ilT- p HS:4 . HZ 

— iibfeo *i^T. EDC9. 6mgS:in^4r;-ei 7^ra«^b3to ^i^T, 

2o/oi^^f-bi;ii7i.M«?K (PH6) 0. bml-kUa^r=.^^ T-feb>4ml$: 

MMPISWM at;-^ife>9) ©TFAi^ (>fl:^«^ 1 0) [MMPiSaWM ^b-^^ 
9) S:0. iroTFASr-^tf^W^lCl^Mb, ^^fg^"^^ :n h IC J: y 

N-^^;vtfn U K>0. 4 9 m 1 ^l^U S^'>0. 0 1 ml $:ilP;^T^:&^b, 
IMi^^O. 0 3 5ml il7KT'pH$:8. OlCMMb> ±»?:lmli:bfco Zl 

[0 10 0] 

2M:^m7K0. 2ml fcx^y-;i/3ml $:in;ltfcM$-^. tfcMi^ 
$:^^i>^^bfc. rcDtfcMlCO. 2M:^i^7Klml t lM7K^>fb-:^hU'trA;?K^ 

3 9 aitiE#¥ 11-3041209 
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IMTi^mt-f-hV^J^Ti^^mo. 0 6 m 1 ^rirtlx., *?^T 3 ^1^^^ b "T^-fb^ 
n:^y-;i,3mlT'«fcMS:*fm$i±, m^^m^t^i^mLt^. §f^M^> tfci^ 
$:0. 2M:^^^7K1 m 1 ^C^A^L> :iii5f y 3 m 1 T'tfeM^-fr, tfcM$:M>[>:9' 
ilL, ^e>^cr®^fcM$:9 0%a:^5?>^-;b/;^cTJS?®L3§>l>r$>{|ILjt^, ;!Ktc^ 

-^yy^-JVmizm^-t^ 2 7 9 nmVCOUYm.mii'^nm^tirzLU'^Mit, 1 
[0101] 

M^Mi : vhU-y^;^^ j?n>^n^y-if (MMP) |5B^jS# 

>5c^, ^'^^^-■fe'-lii^hDj^yi/^-llc^-rsffiW^Stttt, ^5{f^?±Sg 
® I mn^Jfi—^mj^m^^y hi:^hn^US/>-l M^^^y h ii^n^ti 

fee ^#J#^^*fI^(Z)^^?SttS: loot L3t^(?)^^?Stt(7)^*&'fiti: L 

T^^Lfe(n=2)o Hi, H2, HS^tf^g tc3^Lfci:^{c, r^^^ 1 j ;S: 
n r*g-^^7j tt3tle,4S^®^^•rtl^Dp^^c#bT%|JM*MttS:^tLrv^7t 

3tl^®^mM^*^^, r^^^lj jgitJf r^-^^7j «HA^Ctt;&V^, MM 

P S: L T V \ -5 - ^jiif ^ L o 

[0 10 2] 

M^M2 : vhU'y^>^^ j?n>^D7^y-1f (MMP) mmmmz-BOit^T.^- 

#fF||2 7 3 6 2 8 5 #^aj#g2«®MM P ISW^fff (N- [2 — f V >^^;ix- 3 



miE#¥ 11-3041209 
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;&Dtv^^«^?)e>tl1', roM^A^^j, I^C^^^ (H Ai:MMPia*M5:?l-^b 

7^^, i^^MSrinx^^^) X'mmht=.^^^i^ m^i^i^ m^i^s. 

fee 

[0 10 3] 
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M M p ifls^tt ICS i^T^^—ty- (09^m 









t (ICso. mg/ml) 




C4H8-NH- 


1 


0.03 






0.7 


0.04 




C,H,,-NH- 


0.2 


0.02 




CioHaoOa-NH- 


0.2 


NT 




CioHfioOa-NH- 


0.02 


0.01 



[0 10 4] 

MIfeMS ; n ^ - -ff y z7 ^ ;]y j^mmmmi^ii 

Gavrilovic.JP,®:^^ (Cell. Biol. Int. Reports, 9, 1097-1107(1985)) IZ^ 

;^A±^C^SSL, rj^-a-^^Sj ^/^:iiHA$:-f >^--D-^dp> l (Ing/ml) 

(lOOyttg/ml) ©#^ET, 3 TICCQCOg-f >^rL/<-^-|^l?7 2^ 
ra^«Lfco ^«^T#, :^«J:Wi:, ^^#1-^ n^->!f ;i.A$:n^>!f^ 
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[0 10 5] 
[0 10 6] 



[0 10 7] 

r^^#:5j $:lmg/ml®aST^^a:^m7KlC^^¥^ P H = 

6. 31?feofc) 3 7X:T>f>^^^-M^^ /f;V5iii^DVb^*^7>f- 

;?j^i^ttTSKg e 1 G4 0 0 0 PW (7. 5 mm I. D. X3 0 cm, 
-*t^) . ^m^§^^d:2 0%X^y-;^S:^t^5 0mMy^m^«?K (PH6) 
, iJ^I.Umit^O'C (L-7 3 0 0, Hit$S) , mm-^O. 7ml/^ (L- 
7 100, H3i^) , ^ffilc:ii^^^-KTl.^^m#l(L-7 4 5 0H, Hit 

^l:ii^«)P>tv^^*^of- (04) . ^r=.. r©5Hr^T', <£^^»Mii^-cDif^-^^ 

tr - ^ © H P L C ^3 o fee 

[0 10 9] 

4 3 mSE^^ 1 1-3041209 



1 1—043064 



^t^mi. ^t^mitHA(Dm^iibi3J:Zf r^^#:4j ^ti-^tl, Millip 

pH7.4)$:MfeLfeJ£tfi:-fe;i/ (K-:h-M: 1.5mU T ^ -m : 8.0ml) izAtl 

> K:^-MA^^T^-fe>^^-ffl!I^®Ma}$:?S!l^^!g«3 5 0 ninOm^t^M*^^^ 
ffiL. ^jg^ilLTtgLfc (S5) „ --T% jgjg^l 0 0%i:tt, 

1 ft-a-^l 5 0nmol 

2 it-^mi SOnmol t HA 0. 5mg®^-^% 

3 ^^^i$^4j 0. 5mg 5 Oninol^g^;^)^^^) 
[0 1 10] 

[0 111] 

9-1 OMife®^^^ h (n=4~10) C^:&J^WgpF^tCJB^TO^ife> (1-3) 

1 it-^^l 3 0nmol 

2 it^mi 3 0nmol h HA 0. ZmsCDU-^m 

3 r^-a-^f£4j 0. 3 mg (ft-^^fl 3 Onmol^g^;>,^|g-^) 
[0 112] 

[0 113] 

(f^mm^m /mmmF^^i\.<Dmm^m x i o o 



4 4 
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[0 114] 

r^^^4j ^^^T-ii r^-a-^4j lcM^bfc{fc-^ifeHffl^*5:^«^«^bT 

-^m^^m-^'it^wm^mz. ^ti^etin^McDimooooiztX'm'j^-Lt^. ^ 

nizMl^X r^-&^4j ^^S^T'li, m#2©r^^-ettS#»©2/5, ^^17 
[0 115] 

^(^^^^^-^BPfiststtii, ^>^'fn^n^zmmmz^t.2o%. ^#i7^r^^ 

[0 116] 

m-DXMMPmmm^^^nh. M^m(Dm^\^n^x^^mizm-ormm^^^ 

[0 117] 



miiE<^¥ 1 1-3041209 
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[0 118] 
[0 119] 

[01] 

mut. ^^m<D^^mzj,^^mmmizMt&mmmit^^^^^^yx&^ 

o 

[02] 

o 

[03] 
[04] 

04 tt, 2^^^0^-a-^®^^^^ft$:^-r^^7T*feS<. 



4 6 
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[0 5] 
[0 6] 
[0 7] 
[08] 

[09] 

09 tt. :*:#6^(Z)^-^^lcJ:-5#S^^lcM-r^lS«?S14?:^-r^^7T'fe§ 



4 7 
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[01] 

^ Z : MM piasstt 



125 T . 




MSt (mg/mi) 




Xft (mg/ml) 
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[02] 

m 2 : MMPKa^'^'ti 




5S« (mg/ml) 




jSS (mg/ml) 



2 



mfE4^^ 1 1 - 3 0 4 1 2 0 9 



#^ 1 1—043064 

103] 

^3 =]^-/f>7^;u^|g^:^ga:^.;g^ 




3 



11-3041209 
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[04] 



400000 

350000 

300000 

jUlK 250000 
IS 

^ 200000 
i 150000 
100000 
50000 



(37°c 




1 1—043064 

[05] 

^ 5 :1^»4<D¥^jmtZ.MTifSm^ 




0.00001 -I , , j_ 

0 5 10 15 20 
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[07] 
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[08] 



M M p las^tt 




T T 

0.0001 0.001 0.01 0.1 

(mg/mi) 



125 T 




O 1 1 ■ 1 r- 

0.0001 0.001 0.01 0.1 

(mg/ml) 



7 
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4 



[09] 

^ e : MM PUS^tt 




(mg/ml) 



125 T 




0.0001 0.001 0.01 0.1 

aUK (mg/ml) 
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mm] n 

'.Ho 



ffiitE#^ 11-3041209 



1 1-043064 



m M A 



1 . 



ft m 



[00000331 1] 
199 0^ 9H5H 
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